SUMMARY Electron microscopic changes in brain biopsies from two cases of subacute spongiform encephalopathy are described. Large vacuoles seen in astrocytic and neuronal processes were surrounded by one or more concentric membranes. Dense-core vesicles were found in axonal endings and in nerve cell perikarya; these particles could represent catecholamine-containing vesicles.
Subacute spongiform encephalopathy is a relatively rare disease. Although the clinical and electroencephalographical features are well defined (Goldhammer, Bubis, Sarova-Pinhas, and Braham, 1972) , a definitive diagnosis during life can be made only by cerebral biopsy. During the last few years the main changes have been well described in several papers dealing with the electron microscopical appearance of brain obtained by biopsy. Vernon, Horta-Barbosa, Fuccillo, Sever, Baringer, and Birnbaum (1970) claimed to have found virus-like particles in the brains of two patients suffering from this disease. In two of our own cases studied in this way similar electron microscopic findings were noted, but we believe that at this stage it may be misleading to use the term 'virus-like'. CASE 1 This case has been described in detail as case no. 6 by Goldhammer et al. (1972) . B.C., a 63 year old man, had had a head injury without loss of consciousness 10 months before admission for investigation for headaches, giddiness, and difficulty in walking. (Fig. 2) .
In case 2 light microscopy of the biopsy revealed a slight decrease in number of neurones, and an increased number of astrocytes and microspongiosis, particularly of the deeper layers of the cortex. The appearance of blood vessels present was within normal limits. (Fig. 5) . Here and there the dense-core vesicles were numerous and appeared in processes devoid of clear synaptic vesicles. No such dense-core vesicles were seen in postsynaptic areas but did appear in some nerve cell perikarya (Fig. 6) .
DISCUSSION
Clinical and electroencephalographic diagnosis was made in both patients as outlined in our previous paper (Goldhammer et al., 1972 ). As we pointed out, a possible precipitating factor could be found in four out of six cases. Similarly in case 2 of the present paper a precipitating cause could be postulated-namely, general anaesthesia for bronchoscopy six weeks before the beginning of the neurological picture. The previous long psychiatric history of this patient seems to be irrelevant.
The minimal changes in the light microscopy of the biopsy in case 1, in which, however, a characteristic electron microscopic picture was seen, illustrates the difficulty in making a pathological diagnosis. This has led in the past to the separation of a group with so-called 'clinical- anatomical dissociation' (Jacob, 1967; Macchi and Lechi, 1967; Terzian, Rizzuto, Patarnello, and Martin, 1967) . The electron microscopic picture in both our cases had the characteristics outlined by several authors (Foncin, Gaches, and Le Beau, 1964; Marin and Vial, 1964; Gonatas, Terry, and Weiss, 1965; Foncin, 1967; Kidd, 1967; Sluga and Seitelberger, 1967; Bignami and Forno, 1970) . The large vacuoles, seen in nerve and glial processes, were similar to those described by Gonatas et al. (1965) , Kidd (1967) and Bignami and Forno (1970) . Lampert, Gajdusek, and Gibbs (1971) (Budd and Salpeter, 1969; Hokfelt, Jonsson, and Linbrink, 1970; Iraldi and de Robertis, 1970; Kuhar, Green, Snyder, and Gfeller, 1970) . Loss of monoamino-oxidase (MAO) was observed in Creutzfeldt-Jakob disease by Robinson (1969) (Bots, Man, and Verjaal, 1971) and in other diseases by Gonatas, Martin, and Evangelista (1967 (Gibbs, Gajdusek, Asher, Alpers, Beck, Daniel, and Matthews, 1968; Beck, Daniel, Matthews, Stevens, Alpers, Asher, Gajdusek, and Gibbs, 1969; Lampert et al., 1971) , it is tempting to believe that the particles referred to are indeed of viral nature, a proposition which has led to therapeutic trials with idoxyuridine in case 1, and with amantadine in another case (Braham, 1971 ).
